Asthma is a chronic inflammatory disease of the airways. Mucus plug formation, oxidative stress, swelling of the airway walls, inflammatory process and vascular changes are important events in asthma pathogenesis.
Background
One of the famous pulmonary diseases is Asthma that characterized by airway hyper-responsiveness, airflow restriction, acute broncho-constriction, swelling of the airway walls, chronic mucus plug formation and airway wall remodelling. 1 Oxidative stress has been indicated as the main related mechanisms of asthma disease. 2 It is mentioned to be the most important event in inflammatory process. 3 Increased oxidative stress is related to the severity of asthma. 4 In animal research studies, H2O2caused contraction of airway's smooth muscle and hyper responsiveness. 5 Asthma as a major chronic respiratory disease has a prevalence of about 300 million in adults and children all over the world. In USA statistics show 15.7 million adults and 6.5 million children are suffering from asthma symptoms. 1 In westernized countries, asthma prevalence has increased to 50% in the past few decades. Although, recent anti-asthmatic drugs are effective in asthma treatment, there is still no cure for asthma. Drugs side effects in chronic usage are another concern especially in children. Non-adherence to medical regimens has been estimated to cost $100 billion annually for health-care system in the United States. Hence, the result of this nonadherence could be the loss of chances for patients to amend their health and also loss of medication by healthcare providers which results in increased morbidity. 6 Because of the chronicity of asthma and lack of preventive principles and curative treatment the patients use complementary and alternative medicine (CAM) treatment, especially in western countries. 7, 8 It seems that up to 30% of adults and 60% of children in the US still use some form of CAM for asthma treatment. 9 The Traditional Persian medicine (TPM) system is one of the ancient systems of CAM in the world. Although, more studies are required to find useful remedies with lesser side effects for asthma management; some remedies from Persian Traditional medicine textbooks could be recommended. Since medication prescriptions from TPM were used by ancient physicians and people over the years, it is very likely that these remedies will be selected for future studies. The aim of this study is to find a new hope with lesser side effects and better adherence in asthma treatment.
Method
The treatment principles of asthma and the remedies that have been used were collected and analysed from Persian Traditional Medicine (PTM) manuscripts. From 9th to 18th centuries AD, like Al-Mansuri-Fi-Teb(9th and 10th centuries), Canon of medicine(11th century), Mofarah-Al-Gholoub(18th century) and Exir-e-Azam(19th century), as well as some pharmaceutical books like Makhzan-Al-Advieh, Alshamel and Moalejat -e-Aghili were collected and analysed. According to these analyses, a list of more frequent remedies was prepared. Up to September, 2017, electronic databases including Pub Med, Scopus, Web of Science, Google Scholar, and the Cochrane library were searched with scientific names of plants separately. English and Persian language publications were included. Some mentioned remedies had been proved in animal or human studies on asthma. 13, 14, [23] [24] [25] 29, 32, 41 Studies that exhibited apparent efficacy or indirect effectiveness on asthma pathogenesis were selected for this current research. Duplication was avoided by excluding multiple copies of the same article in different databases. The key words are the scientific name and common name of the plants in the whole text and the terms "asthma" or "flavonoid" or "antioxidant" or "anti-inflammation" in the title and abstract. 
Results

Discussion
Treatment in TPM is based on humors theory. 59 From perspective of Persian Medicine the most common pathology for asthma disease is air way restriction and mucus formation due to phlegm [60] [61] [62] . So they consider plants which can clean and wash out this excessive phlegm.
As shown in Table 1 Many of these remedies are antioxidant and have anti-inflammatory effects like Honey, Pistacia terebinthus, Linum Usitatissimum, Ficus Carica [ Table 1 ] some of them don't have any investigations in conventional medicine but a few of them have clinical trials like Glycyhiza glabra, Boswella sacra, Drimia maritime and Nigella sativa. 13, 14, [23] [24] [25] 29, 32, 41 Despite of the positive results, more studies with larger sample size and stronger study designs are recommended.
Through these remedies with regard to Persian scholars' point of view we selected the Trigonella foenum graecum for our future research. T. foenum-graecumL has the common name; Fenugreek which belongs to the family Leguminosae. All articles that made mention of this plant in their abstract and entire paper work were selected and analysed.
Fenugreek is an annual plant. This plant is used alone or in combination for relieving asthma symptoms in many TPM prescriptions. [60] [61] [62] Fenugreek seeds have been known as a [AMJ 2018;11(1): [6] [7] [8] [9] [10] [11] [12] [13] spice from ancient time and also had some medical uses, for example, appetizer, tonic, carminative, expectorant and etc. [60] [61] [62] In "Makhzanal-advieh" one of the famous Persian
Traditional pharmacology books T. foenum-graecum L.
(Fenugreek) was stated as the lung tonic. 63 In recent researches, fenugreek seeds were observed to have antidiabetic, [64] [65] [66] hypocholesterolaemic effects 67 and antioxidant properties. Also there is report that T. foenumgraecum L. could have anti-peptic ulcer actions. 68 Antibacterial, anti-worm effects, 69 
Active ingredient helpful in asthma management
Many epidemiologic studies have reported beneficial effects of flavonoids on asthma. 76 Poly phenols are the most important low molecular weight of Flavonoids. 77, 78 Besides the anti-oxidative effects; flavonoids can inhibit the activation of basophiles and mast cells and thus prevent histamine and other preformed granule-associated mediators release that lead to granule-associated process. 79 One of the well-known flavonoids that inhibits the eosinophilic secretion of Charcot-Leyden crystal protein and eosinophil cationic protein is Quercetin. 80 Another major part of asthma pathogenesis is vascular changes. 81 These changes consist of an increase in vascular permeability, vascular dilation, and vasculogenesis which is called angiogenesis. 81 It has been shown that flavonoids and their certain compounds have demonstrated the ability to modulate the expression of HIF-1, VEGF, matrix metalloproteinase (MMPs), and epidermal growth factor receptor and also inhibit NF-κB, PI3K/Akt, and ERK1/2 signalling pathways. 82, 83 Finding a drug which could balance between TH1/TH2 and avoid the inflammation and angiogenesis process and mucus formation, would be a major success in asthma treatment. As mentioned in the results, fenugreek seeds have anti-inflammatory effects and possess acceptable flavonoids content. T. foenum-graecum L. showed anti-oxidant effects which could explain the antiinflammatory activities by regulation of various inflammatory mediators that could have protective vascular effects. Saponins and flavonoids are two major compounds of fenugreek that can approximately explain the antiinflammatory activity of this plant. 84 Despite these positive data on Fenugreek usage in asthmatic patients, there are still some conflicting findings of Fenugreek in some reports. Patients who have allergy to Fenugreek or chickpeas must take caution in using this herb, because of the possible reactions. 85 Studies have reported some side effects such as transient diarrhoea and distension 86 also dizziness. 87 Another theoretical risk is increase in prothrombin time (PT) or the international normalized ratio (INR), that could lead to increase bleeding risk. 88 In early animal researches,
Fenugreek has the potential of stimulating the uterine, hence it should be avoided during pregnancy. 89 
Conclusion
This study revealed some remedies that could be useful in asthma treatment from Traditional Persian Medicine (TPM) perspective. From the selected remedies, Trigonella graecum L. was widely searched. According to these findings one small randomized controlled trial is designed in Shahid Sadoughi School of Persian medicine in Yazd to compare the effect of Fenugreek seeds with placebo. Its results will be published as soon as the work is completed, but more studies in large trials which are designed for randomized controlled with placebo are still needed to observe the effectiveness of Fenugreek in asthma treatment cautiously. 
